This Page Is Inserted by IFW Operations 
and is not a part of the Official Record 



BEST AVAILABLE IMAGES 

Defective images within this document are accurate representation of 
The original documents submitted by the appHcant. 

Defects in the images may include (but are not limited to): 

• BLACK BORDERS 

• TEXT CUT OFF AT TOP, BOTTOM OR SIDES 

• FADED TEXT 

• ILLEGIBLE TEXT 

• SKEWED/SLANTED IMAGES 

• COLORED PHOTOS 

• BLACK OR VERY BLACK AND WHITE DARK PHOTOS 

• GRAY SCALE DOCUMENTS 



IMAGES ARE BEST AVAILABLE COPY. 



As rescanning documents will not correct images, 
please do not report the images to the 
Image Problem Mailbox. 



Page Blank (uspk 



per 



WORLD INTELLECTUAL PROPERTY ORGANIZATION 
International Uureau 




INTERNATIONAL APPLICATION PUBLISHED UNDER THE PATENT COOPERATION TREATY (PCT) 



(51) International Patent Gassifjcation ^ 
C07G 43/21, C07D 215/18 
O07D 215/20, 43/21 
A61K 31/44, 31/50, 31/495 



Al 



(11) Interaatiooal Publication Number: WO 92/20642 

(43) Interaational. Publication Date : 26 November 1 992 (26. 1 1 .92) 



(21) International Appllcatioo Number: PCT/US92/03736 

(22) International Hllng Date: 6 May 1992 (06.05.92) 



(30) Priority data: 
698,420 



10 May 1991 (10.05.91) 



US 



(60) Parent Application or Grant 
(63) Related by Continuation 
US 

Filed on 



698.420 (CIP) 
10 May 1991 (10.05.91) 



(71) Applicant (for all designated States except US): RHONE- 

POULENC RORER INTERNATIONAL (HOLD- 
INGS) INC. [US/US]: 40 Cape Henlopen Drive, Uwes, 
DE 19958 (US). 

(72) Inventors; and 

C75)Inventois/Applicants (for US only) : SPADA, Alfred, P. 
[US/US] ; 473 Painter Way, Lansdale, PA 19446 (US). 
MAGUIRE. Martin, P. [US/US]; 649 S. Henderson 
Road, A-512. King of Prussia, PA 19406 (US). PER- 
SONS, Paul, E. [US/US]; 649 S. Henderson Road, A- 
507, King of Prussia. PA 19406 (US). MYERS, Michael, 
R. (US/US] ; 205 Lincoln Road, Reading. PA 19606 
(US). 



(74) Agents: NICHOLSON, James, A- ct al.; Rhone- Poulenc 
Rorer Inc.. 500 Areola Road, P.O. Box 1200. CoUege- 
viUe, PA 19426 (US). 

(81) Designated States: AT, AT (European patent). AU. BB, BE 
(European patent). BF (OAPf patent), BO, BJ (OAPI 
patent), BR, CA, CF (OAPI patent), CG (OAPI patent), 
CH, CH (European patent), CI (OAPI patent), CM 
(OAPI patent), CS, DE, DE (European patent), DK, 
DK (European patent), ES, ES (European patent), FI, 
FR (European patent), OA (OAPI patent), GB, GB (Eu- 
ropean patent), GN (OAPI patent), GR (European pa- 
tent), HU, IT (European patent), JP, KP, KR, LK, LU, 
LU (European patent). MC (European patent), MG. ML 
(OAPI patent). MN, MR (OAPI patent), MW, NL, NL 
(European patent), NO, PL, RO. RU. SD, SE. SE (Euro- 
pean patent). SN (OAPI patent). TD (OAPI patent), TG 
(OAPI patent), US. 

Published 

With international search report 

Before the expiration of the time limit for amending the 

claims and to be republished in the event of the receipt of 

amendments. 



(54)ritic: BIS MONO-AND BICYCLIC ARYL AND HETEROARYL COMPOUNDS WHICH INHIBIT EGF AND/OR 
PDGF RECEPTOR TYROSINE KINASE 

(57) Abstract — ^ 

This invention relates to bis mono- and/or bicyclic aryl and/or heteroaryl compounds exhibiting protein tyrosine kinase 
inhibition activity. More specifically, it relates to tiie method of inhibiting abnormal cell proliferation in a patient suffering from 
a disorder characterized by such proliferation comprising the administration thereto of an EGF and/or PDGF receptor inhibiting 
effective amount of said bis mono- and/or bicyclic aryl and/or heteroaryl compound and to the preparation of said compounds 
and their use in pharmaceutical compositions used in this method. 



FOR THE FURPOSES OF INFORMATION ONLY 



Codes used to Identify States party to the PCT on the front pages of pamphlets publishing international 
applications under the PCT. 



AT 


Austria 


ES 


AU 


Australia 


PI 


BE 


Bart»adm 


PR 


BE 


Belpum 


CA 


BP 


Burkina Faso 


GB 


BC 


Bulfaria 


CN 


BJ 


Benin 


CR 


BB 


Bndl 


HU 


CA 


Ctnada 


rr 


CP 


Centnl Afirican Republic 


JP 


CC 


Coofo 


KP 


CH 


Switzerland 




O 


C&te d*l voire 


KR 


CM 


Cuncroon 


U 


CS 


Otecbosfovaltia 


UC 


DB 


Germany 


LU 


DX 


Denmark 


MC 



Spain 

Finland 

France 



United iGnidora 

Guinea 

Greece 

Hungary 

Italy 



Dcmocnlic People*! Republic 
of Korea 

Republic oT Korea 
Uixhteostcin 
SriUnka 
Lincnifaourg 



MG 

ML 

MN 

MR 

MW 

NL 

NO 

PL 

RO 

SO 

SB 

SN 

su 

TD 

TC 
US 



Madagucar 
Man 



Mauritania 

Malawi 

Netherlands 

Norway 

Poland 

Romania 

Sudan 

Sweden 



Soviet Union 

Chad 

Toco 

I ScalssoT Americ 



wo 92/20642 



PCr/US92/03736 



1 

5 

BIS MONO AND BICYCLIC ARYL AND HETEROARYL 
COMPOUNDS WHICH INHIBIT EGF AND/OR PDGF RECEPTOR 

TYROSINE KINASE 

10 Field of tha Invention 

This invention relates to the inhibition of cell proliferation. More 
specifically, this Invention relates to the use of bis mono- and/or bicydic aryi 
and/or heteroaryl compounds in inhibiting cell proliferation, including 
1 5 compounds which are useful protein tyrosine kinase (PTK) inhibitors. 

Normal cellular reproduction is believed to be triggered by the exposure 
of the cellular substrate to one or more growth factors, examples of which are 
insulin, epidermal growth factor (EGF) and platelet-derived growth factor 

20 (PDGF). Such growth factor receptors are imbedded In and penetrate through 
the cellular membrane. The initiation of cellular reproduction is believed to 
occur when a growth factor binds to the con^sponding receptor on the extemal 
surface of the cellular membrane. This growth factor-receptor binding alters 
the chemical characteristics of that portion of the receptor which exists within 

25 the cell and which functions as an enzyme to catalyze phosphorylation of either 
an intracellular substrate or the receptor itself, the latter being referred to as 
autophosphorylation. Examples of such phosphorylation enzymes include 
tyrosine kinases, which catalyze phosphorylation of tyrosine amino acid 
residues of substrate proteins. 

30 

Many disease states are characterized by the uncontrolled reproduction 
of ceils. These disease states involve a variety of cell types and include 
disorders such as leukemia, cancer, psoriasis, inflammatory diseases, bone 
diseases, atherosclerosis and restenosis occuring subsequent to angiopiastic 
35 procedures. The inhibition of tyrosine kinase is believed to have utility in the 
control of uncontrolled cellular reproduction, i.e., cellular proliferative disorders. 
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Initiation of autophosphorylation, i.e., phosphorylation of the growth 
factor receptor itself, and of the phosphorylation of a host of intracellular 
substrates are some of the biochemical events which are involved In 
mitogenesis and cell proliferation. Autophosphorylation of the insufin receptor 
5 and phosphorylation of substrate proteins by other receptors are the earliest 
Identifiable biochemical hormonal responses. 

Elimination of the protein tyrosine kinase (PTK) activity of the insulin 
receptor and of the epidermal growth factor (EGF) receptor by site-directed 

1 0 mutagenesis of the cellular genetic material which Is responsible for 
generation of Insulin and EGF results In the complete elimination of the 
receptor's biological activity. This Is not particularly desirable because insuUn 
is needed by the body to perform other biological funcHons which are not 
related to cell proliferation. Accordingly, compounds which inhibit the PTK 

1 5 portion of the EGF and/or PDGF receptor at concentrations less than the 
concentrations needed to inhibit the PTK portion of the insulin receptor could 
provide valuable agents for selective treatment of cell proliferation disorders. 

pppnrtfld DevfllQPments 

20 It has been reported that the most potent Inhibitors of EGF receptors 

inhibit EGF-lnduced proliferation of A431/clone 15 cells with UtUe or no effect 
on the proliferation of such cells when Induced by other growth factors. It has 
been reported also that erbstatin inhibrts the autophosphorylation of the EGF 
receptor In membranes of A431 cells. Higher concentrations of erbstatin are 

25 required to Inhibit cyclic adenosine 3',5*-monophosphate (cAMP)-dependent 
protein kinase. 

.csummarv of th ft' invention 
In accordance with the present Invention, there is provided a method of 
30 inhibiting abnormal cell proliferation in a patient suffering from a disorder 

characterized by such proliferation comprising the administration to a patient of 
an EGF and/or PDGF receptor Inhibiting effective amount of a bis mono- and/or 
bicyclic aryl and/or heteroaryl compound exhibiting protein tyrosine kinase 
inhibition activity wherein each aryl and/or heteroaryl group is a ring system 
35 containing 0-4 hetero atoms, said compound being optionally substituted or 
polysubstituted. 
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Another aspect of the present invention relates to pharmaceutical 
compositions comprising, in admixture with a pharmaceuticaily acceptable 
carrier, a pharmaceuticaily effective amount of a novel compound of the 
aforementioned type. Another aspect of this Invention comprises novel 
5 compounds useful in the practice of the present method. 

With respect to the method aspects of this invention, the compounds 
described by Fomiula I below constitute a class of the aforementioned bis 
mono- and/or bicyclic aryl, heteroaryl, carbocyclic or heterocarbocycllc 
1 0 compounds for use in the practice of the present invention: 



Formula I 

1 5 where: 

Ar I and Ar n are independently a substituted or unsubstituted mono- 
br bicyclic ring, said rings optionally substituted with 0 to about 3 R groups; and 

X is (CHRi)(M or (CHRi)m-Z-(CHRi)n where Z Is O. NR', S, SO or SO2, 
20 m and n are 0-3 and m+n=0-3 and Ri and R' are Independently hydrogen or 
alKyl; or a pharmaceuticaily acceptable salt thereof. 

Preferably, Ar lis a substituted or unsubstituted mono- or bicyclic 
aryl or heteroaryl ring system of about 5 to about 12 atoms and where each 

25 monocyclic ring may contain 0 to about 3 hetero atoms, and each bicyclic ring 
may contain 0 to about 4 hetero atoms selected from N, O and S provided said 
hetero atoms are not vicinal oxygen and/or sulfur atoms and where the 
substituents may be located at any appropriate position of the ring system and 
are described by R.; 

30 Ar n may be as described for Ar I or it may also be saturated 

carisocyclic wherein said ring comprises either a substituted or unsubstituted 
monocyclic ring containing 0 to about 2 hetero atoms, or a bicyclic ring 
containing 0 to about 4 hetero atoms; or a pharmaceuticaily acceptable salt 
thereof. 

35 
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Preferred monocyclic rings Include aryl carbocyclic and heterocyclic 
rings. Exemplary rings are substituted or unsubstituted cyclopentane. 
cyclohexane, cycloheptane. cyclopent-1-enyl. pyrrole, thiophene. furan. 
thiazole. imidazole, pyrazole. 1 ,2.4-triazole. pyridine, 2(1H)-pyridone. 4(1 H)- 
pyridone. pyrazlne. pyrimldlne. pyridazlne. Isothiazole. Isoxazole. s-triazlne. 
benzene, oxazole and tetrazole. , 

Further Ar n monocyclic rings include substituted and unsubstituted 
cycloalkyi and preferably cyclopentyl, cyclohexyl and cycloheptyl. 

Preferred bicyclic ring systems Include bicycllc aryl. cart)ocycnc and 
heterocyclic rings. Exemplary bicyclic rings Include substituted and 
unsubstituted benzofuran. benzothlophene. Indole. IH-lndazole. Indoline, 
benzopyrazole. 1.3-benzodioxole. benzoxazole. purine, naphthalene, tetrafin. 
1 5 coumarin. chromone. quinoilne. isoqulnollne. benzlmldazole. quinazoline. 
pyrido[2.3-b]pyrazine. pyrido[3.2-c]pyridazlne, pyridoI3,4-bl-pyridlne. 2(1 H)- 
quinolone. 1 (2H)-isoqulnolone. 1 .4-benzlsoxazine. naphthyridine. benzo- 
thlazole. quinoxaline. quInoline-N-oxIde. Isoquinonne-N-cxide. quInoxaline-N- 
oxlde. quInazoOne-N-oxIde. benzoxazlne. phthaiazine. orclnnollne. 

20 

Preferred R substitution besides hydrogen Independently includes alkyl. 
alkenyl. phenyl, arailcyl. aralkenyl. hydroxy, alkoxy. aralkoxy, acyloxy, halo, 
haioalkyi, amino, mono-and di-alkylamino, acyiamino, carboxy, carbaikoxy. 
cartjaralkoxy, cartjalkoxyalkyl. carbalkoxyalkenyl. amido. mono- and 
25 dialkylamldo and N.N-cycioalkylamldo; and R and R together may also be keto. 

Preferred X moieties are (CHRi)o-2. CHrZ-CHa orZ-CHa. where Z is 0. 
NHorS; 

30 A special embodiment of this Invention includes those compounds 

where one of Ar I or Ar n an azidophenyl moiety. 

A further special embodiment of this invention Includes those 
compounds where Ar nis cycloalkyi and preferably cyclopentyl, cyclohexyl 
35 and cycloheptyl. 



wo 92/20642 



5 



PCr/US92/03736 



As employed above and throughout this disclosure, the following terms, 
unless otherwise Indicated, shall be understood to have the following 
meanings: 

5 'Monocyclic aryP means a carbocyclic and/or heterpcyclic aromatic ring. 

Preferred rings Include phenyl, thienyl, pyridyl, 2{1H)-pyridonyI, 4(1 H)- 
pyridonyl, furyl, pyrimldinyl, imidazolyl, thiazolyl, oxazolyl and tetrazolyl. 

"Bicydic aryl" means a bicyclic ring system composed of two fused 
1 0 carbocyclic and/or heterocyclic aromatic rings. Preferred rings include 
naphthyl, Indolyl, benzothienyl. benzofuranyl, quinolinyi, chromonyl, , 
1 (2H)-isoquinoionyI, isoquinolinyl, benzimidazolyl, benzothiazolyl, 
quinoxalinyl, naphthyridinyl, cinnolinyi, phthalazinyl, and quinazolinyl. 

1 5 "All^r, either alone or with various substituents defined herein, means a 

saturated aliphatic hydrocarbon, either branched- or straight-chained. 
Preferred ali^l is "ioweralkyi" having at}out 1 to about 6 carbon atoms. 
Examples of alkyi include methyl, ethyl, n-propyl, isopropyi, butyl, sec-butyl, 
t-butyl, amyi and he^^l. 

20 

"Alkoxy" refers to an aikyi-O-group. Preferred alkoxy groups include 
methoxy, ethoxy, propoxy and butoxy. 

"Aryioxy" refers to an aryl-O-group. The preferred aryioxy group is 
25 phenoxy. 

"AralkyI" means an alkyI group substituted by an aryl radical. The 
prefen-ed araikyi groups are benzyl or phenethyl. 

30 The preferred aralkoxy groups are benzyloxy and phenethoxy. 

The preferred acyloxy group is acetoxy and benzyloxy; 

"Halo" means a halogen. Preferred halogens include chloride, bromide 
35 and fluoride. 

The preferred haloalkyi group is trifluoromethyl. 
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The more preferred compounds of this Invention include those 
compounds of Formula I where Ar I and Ar n are Independently phenyl, 
naphthyl. 2(1 H)-pyridonyl. pyridyl. quinolinyl. thienyl. 1(2H)-lsoquinolonyl. 
5 indolyl, napthyrldenyl. benzothlazolyl. quinoxallnyl. benzlmidazolyl. quinolinyl- 
N-oxide. Isoqulnolinyl-N-oxide, quinazolinyl. quinoxallnyl-N-oxide. 
quInazolinyl-N-oxIde. benzoxazinyl. phthalazinyl. or dnnolinyl; and R is 
hydrogen, alkyl. alkoxy, hydroxy, halo or trifluoromethyl. 

0 More specifically the compounds described by the following subgeneric 

fonnulae I a - 1 q are still more preferred: 
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Of course it is to be understood that the R groups which are substituted 
in the above formulae I a- 1 q are located at any suitable and compatable 
position of the monocyclic ring or each of the rings of the bicydlc system. . 

A special embodiment of this invention includes those compounds of the 
above formulae I a- 1 q where Ar n is thienyl, phenyl, pyridyl, qulnolinyl, 
Indolyl. furanyl, Imldazolyl, 2(1 H)-pyridonyl. 1 (2H)-isoqulnolonyl and thiazolyl. 

A further spedal embodiment of this invention includes those 
compounds of formulae I a- 1 q where Ar n is phenyl or thienyl. 

Compounds within the scope of this Invention inhibit the growth factor 
induced autophosphoryiation of POGF and/or EGF receptors, it is believed that 
therapeutically useful PTK inhibiting compounds should not have appreciable 
activity as inhibitors of serine or threonine Idnase systems. In addition these 
compounds should inhibit growth factor-induced cell proliferation. Compounds 
meeting these criteria are of considerable value and are particularly useful in 
the practice of the present Invention. Compounds exhibiting selectivity for 
either of the above receptors are described herein. Certain of these are 
described by Formulae ll-XIX where: 
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XVI XVII 




where R is independently hydrogen, loweralkyi, loweralkoxy, hydroxy, halo or 
5 trifiuoromethyl. 

The most preferred compounds are described where the rings are 
substituted independently by hydrogen, hydroxy, methoxy. ethoxy, chloro, 
bromo, fluoro or trifiuoromethyl. 

10 

The compounds of this invention may be useful in the form of the free 
base, in the fomi of salts and as a hydrate. All forms are within the scope of the 
invention. Acid addition salts may be fonned and are simply a more 
convenient form for use; and in practice, use of the salt form inherently amounts 

1 5 to use of the base torn. The adds which can be used to prepare the add 

addition salts include preferably those which produce, when combined with the 
free base, pharmaceutlcaily acceptable isatts. that is, salts whose anions are 
non-toxic to the animal organism in pharmaceutical doses of the salts, so that 
the benefidai properties inherent in the free base are not >^ated by side 

20 effects ascribable to the anions. Although pharmaceutlcaily acceptable salts of 
said basic compound are prefen'ed, all add addition salts are us ful as 
sources of the free base form even If the particular salt qbl Sfi is d sired only as 
an intermediate produd as, for example, when the salt is fornied only for 
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30 



purposes of purification and identification, or when it is used as an intermediate 
In preparing a pharmaceuticaily acceptable salt by Ion exchange procedures. 

Phanmaceutlcally acceptable salts vwthin the scope of the Invention 
Include those derived from the following acids: mineral adds such as 
hydrochloric add, sulfuric acid, phosphoric add and sulfamic add; and organic 
adds such as acetic add, dtric add, lactic add, tartaric add, malonic add. 
methanesulfonlc add. ethanesulfonlc add, benzenesulfonic add, • 
p-toluenesulfonic add, cyclohexylsulfamic add, quinic acid, and the like. 

The corresponding acid addition salts comprise the following: 
hydrochloride, sulfate, phosphate, sulfamate, acetate, citrate, ladate, tartrate,- 
methanesulfonate, ethanesulfonate, benzenesulfonate, p-toluenesulfonate, 
cyclohexylsulfamate and quinate, respedively. 



The acid addition salts of the compounds of this Invention are prepared 
either by dissolving the free base in aqueous or aqueous-alcohol solution or 
other suitable solvents containing the appropriate add and Isolating the salt by 
evaporating the solution, or by reacting the free base and acid in an organic 
20 solvent, in which case the salt separates diredly or can be obtained by 
concentration of the solution. 

The compounds of this invention may be prepared by employing 
procedures known In the literature starting from known compounds or readily 
25 preparable Intemiediates. Exemplary general procedures follow. 

In general the compounds useful for the method of Inhibiting cell 
proliferation may be prepared by the coupling reaction of a palladium 
catalyzed aryl or heteroarylstannane with an aryi or heteroarylhaiide or triflate. 
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where X is halogen or triflate and Y is trialkylstannane and R and n are as 
previously described. 

Preparation of aiyl or heteroaiyl substituted quinoiines may be prepared 
5 as follows. 




if X - halogen or trifiata, then Y - triaOcylstannana 
If X > trialkylstannane, then Y - halogen or triflate 



The triflate may be prepared from the corresponding alcohol with triflic 
1 0 anhydride (trifluoromethanesulfonic anhydride) in pyridine 




Other triflates suitable for coupling with the aryl and 
1 5 heteroarylstannanes may be prepared in a similar manner. 
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The triflimida such as used In the above reaction may also be used to 
prepare compounds having a particular substitution such as the following 
compound. 
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The aryi and heteroarylstannanes may be prepared from the 
corresponding halide (preferably bromide or iodide) by conversion to the 
5 aryllithium (by reaction with t-butyllithium at decreased temperatures, 

preferably about C) followed by reaction with a halotriallcylstannane. The 
following reaction schemes give a representative list of stannanes prepared 
and the reaction conditions involved. 



10 
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1) QnMo 

Br -78 'C: 15 min 



2) MeaSnCl 




cx 



Pd(PPls)4 



^ -78 «t: 15 min. [Yj 
2) Bu3SnCl ***>^N^ 



Br (MQSn)2 ^^^SnMe. 



83 



aDMe 1) n-BuLi ^-"^s^OMe 
•OMe 2) BuaSnCl lyk^^^ 

SnBu3 



'C^**' 2) McsSnCl Ij^^ 



Or 



SnMea 
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Further methods which may be employed In the preparation of 
stannanes of this invention include the following. 

(1 .) by the action of trimethyltin sodium on aryl halides as described in Chem. 
5 Phami. Buii. 1 982, 3Si 1 731 -1 737: 

Br Sn(Me)3 

0 0 

^N^Br ^N^Sn(Me), 
(2.) by heteroatom directed aromatic iithiation process: 

(3.) by halogen-lithium exchange: 

OBr ri^^^ 

The following are representative coupling reactions which show the 
preparation of compounds used for the inhibition of cell proliferation 



10 
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0 T + 
*NH2 





CHO 



NaOIVEtOH 




* 0 



Pd(0) 




PdfO) 




SnBUa 



Of course various methods may be employed depending on the 
reactants Involved. Thus, for example, In order to prepare 




N'^OCHs 



the following methods may be used: 
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Method A: 

R 



0CH3 95 'c R^'^^^irT 




Method B: 
R 



R R 




Method C: ' 



R R R 




N'^OCH, 



Method D: 



R^ + '*N*^OCH, 95 'C R^^n 



N^OCHa 

When it is desired that the final product Include a 2-(1H) p/ridone or 
4-(1H) pyridone ring then it is convenient to cany out the condensation on the 
5 2- or 4- allcoxy pyridine followed by selective deallcylation. This can be seen by 
the following representative scheme. 

HjCC^^N**^ UCIC300M%) 
Me,Sn^ dioxane 110 ''C HgCO-^N^ 
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More specifically preparation of aiyl or heteroaryl substituted 2(1 H)- 
pyrldones may be found In U.S. Patent Nos. 3,715.358; 3,718.743; 4.465,686 
and 4,599,423. Substituted phenyl pyridine preparation may be found In 
5 J. Am. Chem. Soc. ILL 877-891 (1 989). 

Thus It will be a matter of condensing two rings as shown above under 
the methods described and/or In the art in order to obtain the compounds 
useful In the pracUce of inhibition of cell proliferation of this Invention. 
10 Representative compounds prepared include: 

5-(2,4,5-trihydroxyphenyl)-2(1 H)-pyridone, 
5-{1 .4-dihydroxynaphth-2-yl)-2(1H)-pyridone, 
5-(2,5-dihydroxyphenyl)-2(1H)-pyridone, 
15 5-{2,5-dihydroxy-4-t-butylphenyl)-2(1H)-pyridone, 
3-(2,5-dihydroxyphenyl)-4(1H)-pyrldone, 
3-(2.5-dihydroxy-4-t-butylphenyl)-4(1H)-pyridone, 
3-(thlen-3-yl)-6,7-dimethoxyqulnollne, 

3- (pyrid-3-yl)lndole. 

20 2-(2.5-dlhydroxy-4-t-butylphenyl)pyridlne and 

4- {2,5-dihydroxyphenyl)-1(2H)-lsoquinolone. 
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The compounds of the present invention may be prepared by the 
following representative examples. 

■ EXAMPLF1 

5 

2-methoxv-5-trimftthY'f ^annvlDvririinft 



A solution of 1 .74 g (9.26 mmol) of 2-methoxy-5-bromopyridine, 3.84 mL 

(6.07 g; 18.5 mmol) of hexamethyldltin and 516 mg (0.446 mmol) of Pd (PPh3)4 

In 35 mL of d^ toluene is flushed thoroughly with nitrogen and heated to 90«C 

for 4 hours. Ihe mixture is then evaporated and chromatographed on silica gel 

(eluting with hexane and then with 95:5 hexane/ethyl acetate) to give 

2-methoxy-5-trimethylstannylpyridlne as a colorless oil which is used directly in 
the next step. 

EXAMPLE 2 



When the procedure of Example 1 is followed and 2-methoxy-5- 
bromopyridine Is replaced by the compounds of Table I below, then the 
compounds of Table il below are prepared. (Methods outlined on page 
also be used.) 



TABLE! 



2- methoxyphenyi bromide 

3- methoxyphenyl bromide 

4- methoxyphenyl bromide 

2.3- dlmethoxyphenyl bromide 

2.4- dimethoxyphenyl bromide 

2.5- dlmethoxyphenyl bromide 

2.6- dimethoxyphenyl bromide 

3.4- dimethoxyphenyi bromide 

3.5- dimethoxyphenyi bromide 
3,4,5-trimethoxyphenyl bromide 
2,3,4-trimethoxyphenyl bromide 
2,5-dimethoxy-4-t-butylphenyl bromide 
2,5-dimethoxy-4-phenylphenyl bromide 
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2.4- dimethylphenyl bromide 

2.5- dimethylphenyl bromide 

2- methyl-5-methoxyphenyl bromide 
4-chiorophenyl bromide 

5 4-fluorophenyl bromide 

2,5-dlchlorophenyl bromide 

3.4- diclilorophenyl bromide 
4-dimethylaminophenyl bromide 
4-acetylaminophenyl bromide 

10 4-(N,N-dlmethylaminocarbonyl)phenyl bromide 

4-t-butoxycarbonylphenyl bromide 
4-(pyrrolidinocarbonyl)phenyl bromide 

3.5- bis(trifluoromethyI)phenyI bromide 
4-bromobiphenyi 

15 2-bromopyridlne 

3- bromopyridlne 

4- bromopyrldlne 
2-methoxy-5-bromopyridine 

4- metlioxy-5-bromopyrldine 
20 6-metlioxy-5-bromopyrJdine 

2.3- dimethoxy-5-bromopyridlne 

2.4- dimetlioxy-5-bromopyridine 
2-acetyIamino-5-bromopyi1dine 
2-bromothioptiene 

25 3-bromothiophene 

2-methoxy-3-bromothiopliene 
2-methoxy-4-bromothiophene 

2- metlioxy-5-bromothiopfiene 

3- methoxy-5-bromothiophene 
30 4-methoxy-2-bromothiophene 

3-bromofuran 
t-butyl 5-bromo-2-furoate 
2-bromotiiiazole 
2-bromooxazole 
35 1-methyl-3-bromopyra20le 

5- bromopyrimidine 
2-bromopyrazine 
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4-bromopyrida2me 
1 -bromonaphthalene 
2-bromonaphthalene 
2-bromo-6-methoxynaphthalene 
5 2-bromo-6J-dimethoxynaphthalene 

2- bromoquinoline 

3- bromoquinoline 

4- bromoquinoline 

5- bromoquinoline 
10 6-bromoquinoline 

6.7- dimethoxy-3-bromoquinoline 

6- methoxy-3-bromoquinonne 

7- methoxy-3-bromoquinoline 

7.8- dimethoxy-3-bromoquinoline 
1 5 6,7-cIichloro-3-bromoquinoIine 

4-bromoisoquinoiine 
3*bromoisoquinoIine 
1 -bromoisoquinoline 
6,7-dirTiGthoxy-3-bromoisoquinoline 
20 N-m6thanesuifonyl-3-bromoindoi6 
N-mGthanesulfonyl-5-bromoindole 
N-methanesulfonyl-3*bromo-5-methoxyindole 
N-methanesulfonyl-3-bromo-5-chloroindole 

2- bromobenzothiophene 
25 3-bromobenzothiophene 

8- bromopurine 
7-methyl-2-bromopurine 

3- bromopyrido-[3»4-b]-pyridine 

30 TABLE II 

2- methoxyphenyl trimethylstannane 

3- methoxyph6nyi trimethylstannane 

4- methoxyphenyl trimethylstannane 

35 2,3-dimethoxyphenyl trimethylstannane 

2.4- dimethoxyphenyl trimethylstannane 

2.5- dimethoxyphenyl trimethylstannane 
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2,6-dimethoxyphenyl trimethylstannane 

3.4- dlmethoxyphenyl trimethylstannane 

3.5- dlmethoxyphenyl trimethylstannane 
3,4,5-trimethoxyphenyl trimethylstannane 
2,3,4-trimethoxyphenyl trimethylstannane 
2,5-dlmethoxy-4-t-butylphenyl trimethylstannane 
2,5-dimethoxy-4-phenylphenyI trimethylstannane 

2.4- dimethylphenyl trimethylstannane 

2.5- dimethylphenyl trimethylstannane 
2-methyl-5-methoxyphenyl trimethylstannane 

4-chlorophenyl trimethylstannane 
4-fluorophenyl trimethylstannane 
2,5-dlchlorophenyl trimethylstannane 

3.4- dlchlorophenyl trimethylstannane 
4-dlmethylamlnophenyl trimethylstannane 
4-acetylaminophenyl trimethylstannane 
4-(N,N-dimethylaminocarbonyl)phenyl trimethylstannane 
4-t-butoxycart3onylphenyl trimethylstannane 
4-(pyrrolldlnocarbonyl)phenyl trimethylstannane 

3.5- bls(trifIuoromethyl)phenyl trimethylstannane 
4-trimethylstannylblphenyl 

2- trimethylstannylpyridlne 

3- trimethylstannylpyridlne 

4- trimethylstannylpyridlne 
2-methoxy-5-trimethylstannylpyridlne 
4-methoxy-5-trimethylstannylpyridine 
6-methoxy-5-trimethylstannylpyridine 

2.3- dimethoxy-5-trimethylstannylpyridine 

2.4- dlmethoxy-5-trimethylstannylpyridlne 
2-acetylamlno-5-trimethylstannylpyridlne 

2- trimethylstannylthiophene 

3- trimethylstannylthiophene 
2-methoxy-3-trimethylstannylthlophene 
2-methoxy-4-trimethylstannylthIophene 

2- methoxy-5-trimethylstannylthlophene 

3- methoxy-5-trimethylstannylthiophene 

4- methoxy-2-trimethylstannylthiophene 
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3- trimethylstannylfuran 

t-butyl 5-trimethylstannyl-2-furoate 

2-trimethylstannylthiazoie 

2-trimethylstannyloxazold 

1 -methyl-3-trimethylstannylpyrazole 

S-trimethylstannylpyrimidine 

2-trimethylstannylpyrazine 

4- trimethyistannylpyridazine 

1 -trimethylstannylnaphthalene 
2-trimethyistannylnaphthalene 
2-tf1methylstannyl-6-methoxynaphthalene 
2-trimethylstannyl-6,7-ciimethoxynaphthalene 

2- trimethylstannyiquinoline 

3- trimethylstannylquinoline 

4- trimethylstannylquinoline 

5- trimethylstannyiquinoline 

6- trimethylstannylquinoline 

6.7- dimdthoxy-3-trimethylstannylquinoline 

6- methoxy-3-trimethylstannyiquinoline 

7- methoxy-3-trimethylstannylquinoiine 

7.8- dimathoxy-3-trimethyistannylquinoline 
6,7-dichloro-3-trimethylstannyiquinoiine 
4-trimethylstannyiisoquinoiine 
3-trimethylstannylisoquinoline 

1 -trimethylstannylisoquinoiine 

6,7-dimethoxy-3-trimethylstannylisoquinoiina 

N-methane8uifonyl-3-triniethylstannylindole 

N-methanesulfonyl-5-trimethyistannyKndoie 

N-methanesulfonyl-3-trimethylstannyl-5-methoxylndole 

N-methane8ulfonyl-3-trimethylstannyl-5-chloroindoie 

2- trimethylstannylbenzothiophene 

3- trjmethylstannylbenzothiophene 

8- trimethylstannylpurine 
7-methyl-2-trlmethylstannylpurine 
3-trimethylstannyipyrido-[3,4«b]-pyridine 
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f XAMPLE 3 

, 7-riimethoxvnnlnnl(n-3-vl t ifl! mmmethanesulfonate 

5 A solution of 1 .84 g (8.98 mmol) of 3-hydroxy-6.7-dimethoxyquinoIine in 

22 mL of dry pyridine is cooled to O'C and 3.20 mL (5.38 g;1 9.1 mmol) of 
trifluoromethanesulfbnic anhydride Is added via syringe. The solution Is 
allowed to wami to 22"C and stirred for 4 hours. The solution Is then 
partitioned between ethyl acetate (150 mL) and water (100 mL). The aqueous 
1 0 layer is back extracted with etiiyl acetate (100 mL) and the combined organics 
dried (Na2S04) and evaporated. The resulting residue is chromatographed 
on silica gel (eluting with chloroform) to give a white soOd which is 
recrystalHzed from hexane to give 6.7-dimethoxyqulnolin.3.yl trifluoromethane- 
sulfonate, (mp 82.5-84*0.) 

15 

EXAMPLE 4 

When the procedure of Example 3 Is followed and 3-hydroxy-6,7- 
dimethoxyqulnoHne is replaced by the compounds of Table III below, then the 
20 products of Table IV are prepared 

TABLE III 



phenol 

2- methoxyphenol 

3- methoxyphenol 
4>methoxyphenoi 

2.3- dimethoxyphenol 

3.4- dimethoxyphenol 

3.5- dimethoxyphenol 
3.4,5-trimethoxyphenol 

2- chiorophenoi 

3- chIorophenol 

4- chlorophenol 
35 4-bromophenol 

2.4- dichlorophenol 

2.5- dichlorophenol 
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3,5-ciichiorophenol 
3,5-bis(trifluoromethyl)phenol 
3-dimethylaminophenol 
o-cresol 
5 m-cresol 
p-cresol 

a,a,a-trifluoro-p-cresol 

3- ethylphenoi 

4- tert-butylphenol 
10 2,4-dimethylphenol 

2,5-climethylphGnol 

3,4-dimethyiphenol 

4-benzyloxyphenoi 

2-phenyiphenol 
15 4-phenylphenol 

2,3,&-trinnethyphenol 

4-nitrophenol 

4-acetylaminophenol 

2-bromo-4-methylphenol 
20 3'-hydroxyacetophenone 

4'-hydroxyacetophenone 

methyl 3-hydroxybenzoate 

methyl 4-hydroxy-3*methoxybenzoate 

N,N-dimethyl-4-hydroxybenzamide 
25 1-naphthol 

2-naphthol 

6-methoxy-1 -naphthol 
6-methoxy-2-naphthol 

6.7- dimethoxy-1 -naphthol 
30 6,7-dimGthoxy-2-naphthol 

5.8- dimethoxy-2-naphthol 
6-brom(}-2-naphthol 
2-hydroxyquinoline 

2- hydroxy-4-methylqulnollne 

35 6,7-diniethoxy-2-hydroxyqulnoline 

3- hydroxyquinoline 

4- hydroxyquinoline 
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6,7-dimethoxy-4-hydroxyqulnoline 
7-chIoro-4-hydroxyquinoline 
1 -hydroxyisoquinoline 
5-hydroxyisoqu!noline 

2- hydroxypyridine 

3- hydroxypyridlne 

4- hydroxypyiidlne 
2,3-dImethoxy-5-hydroxypyridine 

5- chloro-2-pyridInol 
5-chloro-3-pyridlnol 
S-hydroxypicoIinamide 

TABLE IV 

phenyl trifluoromethane sulfonate 

2- methoxyphenyl trifluoromethane sulfonate 

3- methoxyphenyl trifluoromethane sulfonate 

4- methoxyphenyl trifluoromethane sulfonate 

2.3- dlmethoxyphenyl trifluoromethane sulfonate 

3.4- dimethoxyphenyl trifluoromethane sulfonate 

3.5- dimethoxyphenyl trifluoromethane sulfonate 
3,4,5-trimethoxyphenyl trifluoromethane sulfonate 

2- chlorophenyl trifluoromethane sulfonate 

3- chlorophenyl trifluoromethane sulfonate 

4- chlorophenyl trifluoromethane sulfonate 
4-bromophenyl trifluoromethane sulfonate 

2.4- dlchlorophenyl trifluoromethane sulfonate 

2.5- dlchIorophenyl trifluoromethane sulfonate 
3,5-dichlorophenyl trifluoromethane sulfonate 
3.5-bls(trifluoromethyl)phenyl trifluoromethane sulfonate 
3-dlmethylamlnophenyI trifluoromethane sulfonate 
o-cresyl trifluoromethane sulfonate 

m-cresyl trifluoromethane sulfonate 
p-cresyl trifluoromethane sulfonate 
a.a,a-trifluoro-p-cresyl trifluoromethane sulfonate 

3- ethylphenyl trifluoromethane sulfonate 

4- tert-butylphenyl trifluoromethane sulfonate 
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2.4- dimethylphenyl trifluoromethane sulfonate 

2.5- dimethyIphenyl trifluoromethane sulfonate 
3,4-dimethylphenyl trifluoromethane sulfonate 
4-benzyloxyphenyl trifluoromethane sulfonate 
2-phenylphenyl trifluoromethane sulfonate 
4-phenylphenyl trifluoromethane sulfonate 
2,3,5-trimethyphenyl trifluoromethane sulfonate 
4-nitrophenyl trifluoromethane sulfonate 
4-acetamiclophenyl trifluoromethane sulfonate 

2- bromo-4-methylphenyl trifluoromethane sulfonate 

3- acetylphenyl trifluoromethane sulfonate 

4- acetylphenyl trifluoromethane sulfonate 

3- methoxycart)onylphenyl trifluoromethane sulfonate 
2-methoxy-4-methoxycari}onylphenyl trifluoromethane sulfonate 

4- N,N-climethylaminocari3onylphenyl trifluoromethane sulfonate 
naphth-1-yl trifluoromethane sulfonate 

naphth-2-yl trifluoromethane sulfonate 
6-methoxynaphth-1-yl trifluoromethane sulfonate 
6-methoxynaphth-2'yl trifluoromethane sulfonate 
6.7-dlmethoxynaphth-1-yl trifluoromethane sulfonate 

6.7- dimethoxynaphth-2-yl trifluoromethane sulfonate 

5.8- ciimethoxynaphth-2-yl trifluoromethane sulfonate 

6- bromonaphth-2-yl trifluoromethane sulfonate 
quinolin-2-yl trifluoromethane sulfonate 

4- methylquinolin-2-yl trifluoromethane sulfonate 
6,7-cllmethoxyqulnolin-2-yl trifluoromethane sulfonate 
qulnolln-2-yl trifluoromethane sulfonate 
quinolin-4-yl trifluoromethane sulfonate 
6,7-dlmethoxyquinolin-4-yl trifluoromethane sulfonate 

7- chloroquinolln-4-yl trifluoromethane sulfonate 
lsoqulnolln-1-yl trifluoromethane sulfonate 
isoquinolin-5-yl trifluoromethane sulfonate 
pyridin-2-yl trifluoromethane sulfonate 
pyridin-3-yl trifluoromethane sulfonate 
pyridln-4-yl trifluoromethane sulfonate 
2,3-dimethoxypyridin-5-yl trifluoromethane sulfonate 

5- chloro-2-pyridin-2-yl trifluoromethane sulfonate 
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5-chloro-3-pyridinyl trifluoromethane sulfonate 
picolin-3-amido trifluoromethana sulfonate 

PXAMPLE 5 

5 

A stirred solution of 3.00 g (15.5 mmoi) of 1 ,4^imethoxy-2-l-butyl- 
benzene (obtained by methylatlon of 1-butyl hydroqulnone with sodium hydride 

1 0 and methyl Iodide In tetrahydrofuran) and 2.52 g (21 .7 mmoi) of 

tetramethylethylenediamlne In 50 mL of anhydrous ether under nitrogen Is 
cooled to 0»C and 8.66 mL (21.7 mmoO of n-butylllthlum (2.5 M In hexane) is. 
added over a 5 minute period. The mixture Is warmed to 22«C, stirred for 18 
hours and then cooled back to 0«C. The reaction Is quenched with 7.86 g 

1 5 (30.9 mmoi) of Iodine In 30 mL of tetrahydrofuran and partitioned between ethyl 
acetate (200 mL) and 10% NaHSOs (300 mL). The organic layer Is washed 
with water (50 mL), brine (50 mL). dried (MgS04) and evaporated to give a 
brown, partially crystalline oil which is chromatographed on silica gel (eluting 
wrth 98:2 hexane/ethyl acetate) to gh^e caide product which Is recrystaffized 

20 from hexane to obtain 2,5-dimethoxy-4-t-butylphenyl iodide (m p 80.5-82,5'C.) 

When the procedure of Example 5 Is followed and the appropriate 
25 starting material Is used, the following compounds of Table V may be prepared. 

TABLE V 

2.3- dlmethoxyphenyl Iodide 
30 2,3.4-trimethoxyphenyl Iodide 

2.4- dimethoxy-3-t-butylphenyl iodide 
4-lodo-1 .3-benzodloxole 
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EXAMPLE 7 

5-r3.4-dimethoxvphenvn-2 -methQxvDvridine 

A solution of 2.00 g (6.64 mmol) of 4-trimethylstannylveratrole, 2.49 g 
(13.2 mmol) of 2-methoxy-5-bromopyridine and 370 mg (0.332 mmol) of Pd 
(PPh3)4 in 30 mL of dry dimethylfomiamide is flushed thoroughly with nitrogen 
and heated to 90**C for 12 hours. The reaction mixture is partitioned between 
ethyl acetate (150 mL) and water (100 mL). The aqueous layer is back 
extracted with ethyl acetate (100 mL) and the combined organics are washed 
with brine (75 mL), dried (MgS04) and evaporated to give a crude yellow oil. 
The oil is chromatographed on silica gel (eluting with 95:5 hexane/ethyl . 
acetate and then with 9:1 hexane/ethyl acetate) which gives 5-(3,4-dimethoxy- 
phenyl)-2-methoxypyridine (m.p 83-84'»C.) 

EXAMPLE 8 

When the procedure of Example 7 is followed and 2-methoxy-5- 
bromopyridine is replaced with the bromo compounds of Example 2, Table I, 
then the corresponding products are obtained. 

EXAMPLE 9 

When the procedure of Example 7 is followed and 4-trimethyistannyl- 
veratrole Is replaced by the stannanes of Example 2, Table II, then the 
corresponding products are obtained. 

EXAMPLE 10 

When the procedure of Example 7 is followed and 2-methoxy-5-bromo- 
pyridine is replaced with the bromo compounds of Example 2, Table I and 4- 
trimethylstannytveratrole is replaced by the stannanes of Example 2, Table II, 
then the corresponding products are obtained. A representative list of 
compounds so prepar d are shown below in Table VI. 
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TABLE VI 

2- (2,3,4-trimethoxyphenyI)pyridine 
2,3-dimethoxy-6-(thien-3-yI)naphthaylene 

5 3-(2,3-dimethoxyphenyl)quinofine 

3- (benzothIen-3-yl)qulnollne 

4- (phenyl)phenyM,4-dImethoxybenzene 
2-(2,5-dimethoxyph8nyI)naphthaylene 

^ 5-(2,5-dimethoxyphenyl)pyrimfdIne 
10 5-phenyl-1.2.4-tiimethoxybenzene 

2-methoxy-5-(2,3,5-tiimethoxyphenyl)pyridine 

2- methoxy-5-(1 ,4-dimethoxynaphth-2-yl)pyrldine 

3- (2,5-dimethoxyphenyl)thlophene 
2-methoxy-5-(2,5-dlmethoxy-4-phenyl)phenylpyridlne 

15 3,6-dlhydroxy-4-phenylveratrole 

4- (2,5-dimethoxyphGnyl)veratrole 

FXAMPLE11 

20 a.rg.methoxvD yriri-fi-vh-e.7-dimftthoxvQuinQlin9 

A mixture of 800 mg (2.94 mmol) of 2-m©thoxy-5-trimethylstannyl- 
pyridine, 994 mg (2.94 mmol) of 6,7-dim©thoxyquinolln-3-yl trifluoromethane 
sulfonate, 374 mg (8.82 mmol) of anhydrous IKhlum chloride and 170 mg 

25 (0.1 47 mmoO of Pd(PPh3)4 In 1 5 mL of anhydrous dioxane is flushed thoroughly 
with nitrogen and refluxed for 6 hours. The mixture is diluted with ethyl acetate 
(100 mL). washed with saturated NaHCOa (75 mL), dried (Na2S04) and 
evaporated. The resulting residue is chromatographed on silica gel (eluting 
with chloroform) to give a solid material which is recrystallized from ethyl 

30 acetate to give 3-(2-methoxypyrid-5-yl)-6,7-dimethoxyquinoline (m.p. 170.5- 
171.5''C). 
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EXAMPLE 12 

When the procedure of Example 1 1 is followed and 2-methoxy-5- 
trimethylstannylpyridine is replaced by the stannanes of Example 2, Table II, 
5 then the corresponding products are obtained. 

EXAMPLE 13 

When the procedure of Example 1 1 1s followed and 6.7-dinnethoxy- 
1 0 quinolin-3-yl trifluoromethane sulfonate Is replaced by the triflates of Example 4, 
Table IV, then the corresponding products are prepared. 

EXAMPLE 14 

1 5 When the procedure of Example 1 1 is followed and 2-methoxy-5- 

trimethylstannylpyridine is replaced by the stannanes of Example 2, Table 11, 
and 6,7-dimethoxyquinolin-3-yl trifluoromethane sulfonate is replaced by the 
triflates of Example 4. Table IV, then the corresponding products are prepared. 
A representative list of compounds so prepared is shown below in Table Vli. 

20 

TABLE VII 

3-(thien-3-yl)-6,7-dimethoxyqulnollne (m.p. 116-118*0) 
2-methoxy-5-(3.4,5-trimethoxyphenyl)pyridine (m.p. 71-72*»C) 
25 4-(thien-3-yl)-6,7-dimethoxyquinoline (m. p. m-ISS^C) 

2- (thien-3-yl)-6,7-dimethoxyquinoline (1 35.5-1 38"C) 

3- (qulnolln-3-yl)-6,7-dimethoxyquinoline (m. p. 190.5-191*0) 
3-(thien-3-yl)-6,7-dichloroquinollne (m.p. 167-167.5*0) 
3-(thien-3-yl)-7-methoxyquinoline (m.p. 122-124*0) 

30 3-(3,4-dlchlorophenyl)-6,7-dimethoxyqulnollne (m. p.1 84-1 86*0) 

3-(4-methoxyphenyl)-6.7-dlmethoxyquinoline (m. p. 162.5-164.5*0) 
3-(naphth-2-yl)-6,7-dimethoxyquinollne (m. p. 162.5-165*0) 
3-(4-phenyl)phenyl-6,7-dimethoxyquinollne (m. p. 143-145*0) 

3- (thi n-2-yl)-6,7-dimethoxyqulnoline (m. p. 122.5-124*0) 
35 3-(5-methoxythien-2-yl)-6,7-dimethoxyquinollne (111-113*0) 

4- phenyl-6,7-dimethoxyquinoline (m. p. 124-125*0) 
3-(5-chlorothien-2-yl)-6,7-dimethoxyquinoIine (1 31 .5-1 32*C) 
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3-(furan-3-yl)quinoline {m. p. sy-SCC) 
5-(2,5-dlmethoxyphenyl)pyridine (m. p. 92.5-94.5*'C) 
5-(2.5-dlmethoxyphenyl)-2-methoxypyricIine (oil) 

5 FI^AMPLEIS 

fi-rifmflthf:rTY-4-T-t?!ltYf)P^^»"^"°^"^'"Q 

When the procedure of Example 7 is followed and 4- trimethyistannyi- 
1 0 veratrole Is replaced with 2-methoxy.5.trimethylstannylpyridlne and 2-methoxy- 
5-bromopyridine Is replaced with 2,5KJimethoxy-4-t-butylphenyl iodide from 
Example 5. then the compound prepared Is 2-methoxy-5-[(2,5Kllmethoxy-4-t- 
butyl)phenyOpyridine as an oil. 

15 pyAMPLE 16 

«u f , «wrtimflthow-4-t- h| itYDphpnvnpvridine 

When 2-methoxy-5-trimethyIstannylpyridlne In Example 15 is replaced by 
20 5-trimethylstannylpyridine. the compound prepared is 5-I(2,5-dlmethoxy-4.t- 
butyl)phenyl]pyridine (m.p. 92.5-94.5'C). 

FXAMPLE 17 

25 ?^pfi-riihvdrQ VY-4-t-hirtvhphflnvn-?f1H)-PYriCl0P9, 

A mixture of 252 mg (0.837 mmol) of 2-methoxy-5-[(2,5-dimethoxy-4-t- 
butyO-phenyQpyridlne and 7.0 g of pyridine hydrochloride is heated to 210»C for 
1 hour, cooled and diluted with 60 mL of water. The mixture is cooled to 0°C, 
30 filtered, and recrystallized from methanol to obtain 5-[(2.5-dihydroxy-4-t-buty!)- 
phenyl]-2(1H)-pyridone [m.p. 270-5»C(softens) >300''C(dec)l. 
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EXAMPLE 18 

S-fr2.5-dihvdrQxv-4-t-biJtvnDhQnvnDvridine 

5 When the procedure of Example 1 7 Is followed and 2-methoxy-5-[(2,5- 

dimethoxy-4-t-butyl)phenyl]pyridlne is replaced by 5-I2,5-dlmethoxy-4-t-butyl)- 
phenyQpyridlne. the product obtained is 5-I(2,5-dihydroxy-4-t-butyl)phenyI]- 
pyridine (m.p. 202-204«'C). 

10 EXAMPLE 19 

5-/2.5-dlhvdroyyr>hftnvlV2MH^-DvridonQ 

A solution of 502 mg (2.05 mmol) of 2-methoxy-5-(2,5-dlmethoxy- 
1 5 phenyOpyrldine In 20 mL of 48% hydrobromic add (aqueous) Is refluxed for 6 
hours, cooled to ca. 25*'C and diluted with 150 mL of water. The mixture is 
neutralized with solid NaHCOs, cooled to O^C and the resulting solid product 
collected by filtration. The solid is washed well with water, collected by 
centrifugation, then further purified by recrystalization in methanol to obtain 
20 5-(2,5-dihydroxyphenyl)-2(1H)-pyridone (m.p. 303-306*0 dec). 

EXAMPLE 20 

When the procedure of Example 19 Is followed and 2-methoxy-5-(2.5- 
25 dimethoxyphenyOpyridine Is replaced by 2-methoxy-5-(3,4-dlmethoxy- 
phenyl)pyridine. 2-methoxy-5-(3,4,5-trimethoxyphenyl)pyridine or 5-(2,5- 
dimethoxyphenyl)pyridine, then the compounds prepared are 5-(3.4-dihydroxy- 
phenyl)-2(1H)-pyridone (m.p. 307-31 0'C); 5-(3,4,5-trihydroxyphenyl)-2(1H)- 
pyridone (m.p, 300'C) and 5-(2,5-dihydroxyphenyl)pyrldlne (m.p. 216-218''C). 

30 

EXAMPLE 21 

When the procedure of Example 17 is followed and 2-methoxy-5-[(2,5- 
dimethoxy-4-t-butyi)phenyl]pyridine is replaced by 2-methoxy-5-(6,7- 
35 dimethoxy-quinolin-3-yl)pyridine and the reaction is canied out at 160''Cfor5 
minutes, then the product prepared is 5-(6,7-dimethoxyquinolin-3-yl)-2(1 H)- 
pyridone (m.p. 259-261 "C). 



wo 92/20642 



PCr/US92/03736 



36 



pyAMPLE 22 
^ ^-(RT-dimath nvyqulnofin-a-vl^pyridine 

5 

A solution of 600 mg (3.37 mmol) of methyl N-2-(pyrid-3-yl)vinyI- 
carbamate In 1 0 mL of 6N H2SO4 is refluxed for 1 0 minutes, cooled to 0°C anc 
basified to pH 1 1 wHh 50% NaOH. A solution of 400 mg (2.03 mmol) of 2- 
amlno-4,5KilmethoxybenzaIdehyde Is Immediately added and the mixture 

10 refluxed for 2.5 hours, cooled to 22«»C and partitioned between ether (150 mL) 
and water (100 mL). The aqueous layer Is back extracted with chloroform and 
the combined organlcs are dried (MgS04) and evaporated to obtain an oil • 
which is recrystalUzed from hexane/ethyl acetate twice to give 3-(6.7- 
dlmethoxyqulnolln-3-yl)pyridine 

15 (m.p. 131-132»C). 

FXAMPLE 23 



20 



■^-nnrinl-3-vl) -p7.HlmflthoxvauinoHn9 



A solution of 800 mg (5.03 mmol) of IndoI-3-ylacetaldehyde (obtained 
from dilsobutylalumlnum hydride reduction of the ester and used Immediately) 
and 800 mg (4.42 mmol) of 2-amino-4,5^imethoxybenzaldehyde In 15 mL of 
ethanol Is flushed thoroughly with nitrogen, treated with 0.5 mL of 1 M NaOH 
25 and healed to 80»C for 3 hours. The mixture is cooled to 22«C and partitioned 
between chloroform (150 ml) and brine (100 mL). The organic layer is dried 
(MgS04) and evaporated and the daric brown residue that results Is 
chromatographed on sIBca gel (eluting with 97.55.5 chloroform/methanol). 
The product obtained Is further chromatographed on slHca gel (eluting with 
30 982 ethyl acetate/methanol) and the resulting product Is recrystallized from 
ethyl acetate to give 3-(indol-3-yl)-6,7-dimethoxyquinoBne (m.p. 204.206*»C). 
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EXAMPLE 24 

When the procedure of Example 23 is followed and 2-amino-4,5- 
dimethoxybenzaldehyde is replaced with 2-aminobenzaldehyde, then the 
5 product prepared Is 3-(indol-3-yl}quinoIine (m.p. 173-175°C). 

EXAMPLE 25 

When the procedure of Example 23 is followed and indol-3-yl- 
10 acetaldehyde is replaced by phenylacetaldehyde then the product prepared Is 
3-phenyl-6,7-dlmethoxyquinoline (m.p. 1 26.5-1 28°C) 

EXAMPLE 26 

15 6.7-dimethoxv-4-hvdroxv-3-ahien-3-vh-2MH\-Quinoline 

A mixture of (0.632g) 3,4-dimethoxyaniiine, (1 .00 g) diethyl thien- 
3-ylmalonate and (20 ml) diphenyl ether are heated at approximately 200''C 
for 4 hours. The reaction mixture Is extracted with O.IN NaOH solution and the 
alltaline solution then addified with IN HCi and cooled in an ice water bath. 

20 The precipitate is collected, washed with ether and dried. The solid is then 
healed in EtOH. filtered and the filtrate evaporated in yaoufl to give a light 
brown solid which is triturated with ether, filtered, and dried to give 6.7- 
dimethoxy-4-hydroxy-3-(thien-3-yl)-2(1 H)-quinoline (m.p. 300*C dec). 

25 EXAMPLE 27 

2-rthlen.2.vh.4-carboxv.6.7.dim6thoxvguinollne 

To a boiling solution of 2-thiophenecarboxaldehyde (1.22 ml), pyruvic 
30 acid (0.904 ml) and 50 mi absolute EtOH is added dropwise a solution of 3,4- 
dimethoxyaniiine (2.00 g) in 100 ml EtOH. The mixture is refluxed for 
approximately 4 hours, then stored at room temperature overnight. The 
greenish-yeiiow precipitate Is collected by filtration, washed with fresh EtOH 
then with ether and allowed to air dry to obtain 2-(thien-2-yl)-4-carboxy-6,7- 
35 dimethoxyquinoline (m.p. 260°-263''C). 
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FXAMPLE 28 

When the procedure of Example 26 is followed and 2-thiophene- 
carboxaldehyde Is replaced with 3-pyridlnecarboxaldehyde or 2-lmldazol- 
5 carboxafclehyde. then the products prepared are 2-(pyrid-3-yl)-4-carboxy-6.7- 
dlmethoxyqulnollne (m.p. 275''C dec) and 2.(lmldazol-2-yl)-4-carboxy-6,7- 
dimethoxyqulnollne (m.p. 300»C dec). 

FYAMPLE 29 

10 

Pyruvic add (0.486 ml) Is added to a suspension of (2,00 g) of N-phenyl- 
sulfonyl-3-lndolecarboxaldehyde In 100 ml absolute EtOH. The mixture Is 

1 5 heated to reflux and a solution of 3.4^lmethoxyan}llne (1 .074 g) In 50 ml 
absolute EtOH Is added dropwise. The reaction is then refluxed for 
approximately three hours and stirred at RT for 72 hours. The yellow 
precipitate Is collected by filtration, washed with EtOH then with ether and the 
soHd collected. This is triturated with EtOAC/BOH and dried and used directly 

20 In the next step. 

pyAMPLE 30 
p- (j n ^ffUa-vn-4-carboy y-R7-dimethoxvauinQllne 

25 

A stirred solution of (0.547 g) of 2-(N-phenylsulfonylindol-3-yl)-4- 
carboxy-6.7-dimethoxyqulnollne. K2CO3 (0.380 g). MeOH (40 ml) and H2O (10 
mi) are heated to reflux. The MeOH is evaporated lamm. and the aqueous 
residue diluted with more H2O. and acidified with O.IN HCI to pH between 6-7 
30 while contained in an ice-bath. An orange solid precipitates. This is collected, 
washed vwth ether then dried under vacuum (0.1 mm at 22«'C) for a few hours 
to obtain 2-(indol-3-yl)-4-cartJOxy-6,7-dlmethoxyqulnoHne (m.p. 286*0 dec). 

pyAMPLE 31 

35 

;^.r Y^|^hftxvlethvl-6.7 -^innQtfinxvguinoline 
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Step A 3-cvclohexvle thvnvl-6.7-dlmethoxvauinoline 

This reaction is carried out under anhydrous conditions. Cyclohexyl- 
acetylene (700 mg; 6.47 mmol) in 10 mL THF is cooled to O'C. To this is 
5 added 2.5 M n-BuU (3.0 mL; 7.44 mmol) and stirred for 30 min. at 0*C under 
Ng atm and then 1 .0 M ZnCl2 (7.4 mL; 7.44 mmol). This Is allowed to warm to 
room temperature and stirred for 3/4 hour. The reaction mixture Is transferred 
via cannula to a flask containing 6,7-dimethoxyquinolln-3-yl trifluoromethane 
sulfonate (500 mg; 1.48 mmol) and Pd(PPh3)4 (83 mg; 0.074 mmol) In 4 mL of 

1 0 THF. This is then heated to 50*>C under N2 for 4 1/2 hours. The reaction 
mixture Is then poured into 90 mL of 10% NH4OH, diluted with CHCI3 and 
stin-ed for 20 min. The aqueous layer is separated, and the organic layer . 
washed with brine, dried over MgS04. filtered, evaporated and 
chromatographed with 4:1 hexane : EtOAc to otJtain 3-cyclohexylethynyi-6.7- 

1 5 dimethoxyquinoiine, which is recrystailized from hexane, identified by NMR 
and used directly in the next step. 

Step B 3-cvclohexvlethvl-6.7-dimQthoxvQuinollne 



20 To 3-cyclohexylethynyl-6,7-dlmethoxyquinoline (215 mg; 0.73 mmol) in 

1 0mL CH3OH and 20 mL glacial acetic add is added 22 mg 10% Pd/C. Hz is 
bubbled through the reaction mixture and then filtered, evaporated to dryness 
and diluted with distilled water. This is then neutralized with NaaCOs, 
extracted with EtOAc. washed with brine, dried (MgS04), evaporated to 

25 d^ness and chromatographed with 82/hexane: EtOAc to obtain 3-cyclohexyl- 
ethyl-6,7-dimethoxyquinoline. 
Caltfd: C: 76.22; H: 8.47; N: 4.69 
Found: C: 75.08; H: 8.32; N: 4.59 

30 EXAMPLE 32 

3-bftngvlQxv.6.7-dlmethoxvQulnonne 



To 3-hydroxy-6,7-dlmethoxyquinoline (150 mg; 0.73 mmol) In 3 mLTHF 
35 is added benzyl bromide (0.13 mL;188 mg; 1.10 mmol) and NaH (59mg; 
1 .46 mmol). This is stirred at room temperature for 1 hour and 25 mg of NaH 
added followed by 1,3-dimethyl-3,4,5,6-tetrahydro-2(1H)pyrimidinone 
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(DMPU)(255 mg; 2,07 mmol) and stirred at room temperature for 3 1/2 hours. 
The reaction mixture Is partHioned between EtOAc and distilled H2O and 
extracted 2x with EtOAc. The latter is washed with brine, dried (MgS04). 
filtered, evaporated to dryness and chromatographed with 1% MeOH/CHCb to 
obtain 's-benzyloxy-e.T-dimethoxyqulnoline (m.p. 146.5-148.5*0). 



pVAMPLE 33 

The above examples may be followed to prepare any of the desired 
1 0 compounds of this Invention. _AreBrg sentative list o f compounds which may be 
prepared are shown below.in Table VIII 

TABLE VIII 

1 5 6-(thlen-3-yl)-1 ,8-naphthyridln.2(1 H)-one (m.p. 250-250«»C) 

3-{thlen-3-yl)-6,7-dimethylquinoline (m.p. 132-138*0) 
6-(4-methoxyphenyl)-1.8-naphthyridln-2(1H)-one (m.p. 251-253*0) 
5,6-dimethoxy-2-(2-phenylethenyl)benzothiazole (m.p. 133-135*0) 
3.(1-cyclopent-1-enyl).6.7-dlmethoxyqulnoilne hydrochloride (m.p. 213-215*0) 
20 3.cyclopentyl-6.7-dlmethoxyquinoline hydrochloride (m.p. 213.5-215*0) 
4-(3-phenylpropyloxy)-6.7-dimethoxyqulnoline (m.p. 90-91.5*0) 
3-(thlen-3-yl)-6,7-dimethoxy-2(1H)-quinolone (m.p. 264-266*0) 

3- (thlen-3-yl)-6.7-dlmethoxyquinoline-N-oxide (m.p. 207-208*0) 
3-(2-chlorothlophen-5-yl)-5.7-dlmethoxyqulnollne (m.p. 153-154*0) 

25 3-(3.fiuoro-4-methoxyphenyl)-6.7-dlmethoxyqulnollne (m.p. 165.5-167*0) 
3-phenyl-4-carboxy-6,7-dimethoxyquinoHne (m.p. 259-262*0) 
3-(3-fluorophenyl)-6.7-dimethoxyquinollne (m.p. 156-158*0) 
3.benzyl-5-(thien-3-yl)pyridine (m.p. 81-82*0) 

4- (2-phenylethoxy)-6.7-dimethoxyqulnoline (m.p. 1 1 7.5-1 1 8.5*0) 
30 3.(4.methoxybenzyioxy)-6,7-dimethoxyquinoiine (m.p. 115.5-118*0) 

2-phenyl-6,7-dimethylquinoxaline (m.p. 128-131*0) 
2-(4-methoxyphenyl)-6.7-dimethoxyquinoxaline hydrochloride (m.p. 212-16*0) 
2-(thien-3-yl)-6,7-dimethoxyquinoxallne hydrochloride (m.p. 228-231*0) 
2-(thien-3-yl)quinoxailne (m.p. 87.5-89*0) 
35 2-phenyl-6,7-dimethoxyquinoxaline hydrochloride (m.p. 200*0) 

3-(thien-3-yl)-6.7-dimethoxyisoquinoline-N-oxide (m.p. 1 97-200*0) 
3-(thien-3-yl)-'6.7-dimethoxy-1 .(2H)-isoQuinolone (m.p. 21 3-21 6*0) 
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4-{thien-3-yl)isoquinoline hydrochloride (m.p. 179-183*0) 
4-(4-methoxyphenyl)isoquinoline hydrochloride (m.p. 196-199°C) 
6,7-dimethyl-2-(thien-3-yl)-quinoxaline (m.p. 142-143.5*0) 
4-(thien-3-yl)-6,7-dimethoxyquinazoline (m.p. 148.5-151.5*0) 
5 4-benzyl-6,7-dimethoxyqulnazoline (m.p. 122.5-125*0) 

2-phenyl-6,7-diethoxyquinoxaline hydrochloride (m.p. 180-185*0) 
2-(3-thienyl)-6,7-dlethoxyqulnoxallne hydrochloride (m.p. 217-224*0) 
2-(5-chloro-2-thienyl)-6,7-diethoxyquinoxallne hydrochloride (m.p. 189-194*0) 
2-(5-chloro-2-thienyl)-6,7-dlmethoxyqulnoxaline hydrochloride (m.p. 218-25*0) 
10 3-(3-fluoro-4-methoxyphenyI)-7-fluoroqulnollne (m.p. 138-140.5*0) 

2-chloro-3-(thlen-3-yl)-6.7-dlmethoxyqulnoline (m.p. 1 38.5-1 39.5*0) 
2-methyl-3-(thlen-3-yl)-6,7-dimethoxyqulnoline (m.p. 132-132.5*0) . 
3-(thien-3-yl)-5-fluoroquinoline (m.p. 87.5-89*0) 

2- (4-methylphenyl)-3-methyl-4(3H)qulnazollnone (m.p. 139-141*0) 
15 ethyl 4-(6,7-dimethoxyquinoIin-3-yl)benzoate (m.p. 165-166*0) 

4-phenylpropyl-6,7-dimethoxyquinollne hydrochloride (m.p. 144-147*0) 
3-(thien-3-yl)-5,7-dimethylqulnollne (m.p. 109.5-111*0) 

3- (5-chlorothien-2-yl)-6,7-dlmethylqulnoline (m.p. 131.5-132.5*0) 
3-(3-fluoro-4-methoxyphenyl)-7-methoxy-4(1 H)-qujnolone (m.p. 291-293*0) 

20 3-(3-fluoro-4-methoxyphenyl)-5,7-dlmethylqulnoline (m.p. 109-110*0) 

2-(4-methoxyphenyl)-6,7-dimethoxyquinoxaline-4-N-oxide (m.p. 224-226*0) 
2-phenyl-6,7-dlmethoxyquinoxallne-4-N-oxlde (m.p. 219-222*0) 
2-(4-methoxyphenyl)qulnazolin-4(3H)-one (m.p. 244-247*0) 
3-(thlen-3-yl)-6,7-difluoroqulnoline (m.p. 141.5-143.5*0) 
25 3-(4-methoxyphyenyl)-7-methoxy-1-naphthalenol (m.p. 155-159*0) 

2- phenyl-6,7-dlmethoxy-4H-3,1-benzoxa2in-4-one (m.p. 198-201*0) 

2- (4-methoxyphenyl)-6,7-dlmethoxyquinazolin-4(3H)-one (m.p. 288-291 *0) 
methyl 3-[3-(3-fluorophenyl)quinollne-6-yllpropenoate (m.p.1 84-1 86*0) 

ethyl 4-[3-(3-fluorophenyl)qulnolin-6-yl]ben2oate (m.p. 168-170*0) 
30 3-benzyloxy-6,7-dimethoxyquinoline (m.p. 146.5-148.5*0) 

3- (2-methoxypyrid-5-yl)-6.7-dlmethoxyquinoline (m.p. 170.5-171.5*0) 

3- cyclohexylethyl-6,7-dimethoxyquinoline (oil) (Oalc'd / Fnd; 0: 76.22 /75.10; 

H: 8.42/ 8.30: N: 4.68/ 4.60) 
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PHARMACOLQ f^inAI TFST SECTION 

Compounds within the scope of this Invention have been subjected to 
various pharmacological tests as described below, the results of which are 
5 believed to correlate to useful cellular antiproliferative activity. The below 
described tests are useful In determining the EGF receptor kinase. PDGF 
receptor kinase and Insulin receptor kinase Inhibition activities of the 
compounds disclosed herein. 

10 FfiF-Receptor Purification 

EGF-receptor purification is based on the procedure of Yarden and 
Schlesslnger. A431 cells are grown in 80 cm2 bottles to confluency (2 x 107- 
cells per bottle). The cells are washed twice with PBS and harvested with PBS 
containing 1 1.0 mmol EDTA (1 hour at 37« C), and centrifuged at 600g for 10 

1 5 minutes. The cells are solubillzed In 1 ml per 2 x 1 cells of cold solubilization 
buffer (50 mmol Hepes buffer, pH 7.6, 1% Triton X-100, 150 mmol NaCI, 5 
mmol EGTA, 1 mmol PMSF, 50 ng/ml aprotinin, 25 mmol benzamldine, 5 jig/ml 
leupeptic, and 10 jig/ml soybean tiypsin Inhibitor) for 20 minutes at 4« C. After 
centrifUgation at 100,000g for 30 minutes, tiie supematant is loaded onto a 

20 WGA-agarose column (1 00 jii of packed resin per 2 x 1 07 cells) and shaken for 
2 hours at 4*C. The unabsorbed material is removed and the resin washed 
twice with HTN buffer (50 mmol Hepes, pH 7.6, 0.1% Triton X-100, 150 mmol 
NaCI). twice with HTN buffer containing 1 M NaCI, and twice with HTNG buffer 
(50 mmol Hepes, pH 7.6, 0.1% Triton X-100, 150 mmol NaCI. and 10% 

25 glycerx)0. The EGF receptor is eluted batchwise with HTNG buffer containing 
0.5 M N-acetyl-D-glucosamine (200 jil per 2 x 107 cells.). The eluted material 
Is stored In allquots at -70''C and diluted before use with TMTNG buffer (50 
mmol Tris-Mes buffer. pH 7.6. 0.1% Triton X-100. 150 mmol NaCI, 10% 
glycerol). 

30 

^TP and FfiF Depen dftnRB of Autnphnsohorvlation 

WGA-purifled EGF receptor from A431 cells (0.5 jig/assay Is activated 
with EGF (0.85 jiM) for 20 minutes at 4'C. The assay is performed at 15'C and 
initiated by addition of l^g(Ac)2 (60 mmol). Tris-Mes buffer, pH 7.6 (50 mmol). 
35 papjATP (carrier free. 5 jiCi/assay). and increasing concentrations of 

nonradioactive ATP. The assay is terminated after 10-sec by addition of SDS 
sample buffer. The samples are run or. a 6% SDS polyacrylamide gel. The 
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gel is dried and autoradiographed as described above. The relevant 
radioactive bands are cut and counted in the Cerenkov mode. The Km for ATP 
determined in this fashion is found to be 7.2 |xM. With use of the 10*sec assay 
protocol, the EGF concentration dependence of EGF-RK autophosphorylation 
5 is determined. 

inhibition of EGF-R AutODhosphorvlatlon 

A431 cells were grown to confluence on human fibronectin coated 
tissue culture dishes. After washing 2 times with ice-cold PBS, cells were lysed 

1 0 by the addition of 500 \iV dish of lysis buffer (50 mmol Hepes, pH 7.5, 150 mmol 
NaCI, 1.5 mmol MgCl2. 1 mmol EGTA, 10% glycerol, 1%triton X-100. 1 mmol 
PMSF, 1 mg/ml aprotlnm, 1 mg/ml leupeptin) and incubating 5 minutes at 4*^0. 
After EGF stimulation (500 tig/ml 10 minutes at 37**C) immunopredpitation was 
performed with anti EGF-R (Ab 108) and the autophosphorylation reaction (50 

1 5 ^l aliquots, 3 ^xCi [y-32p]atP) sample was carried out in the presence of 2 or 10 
jiM of compound of the present invention, for 2 minutes at 4*'C. The reaction 
was stopped by adding hot electrophoresis sample buffer. SDA-PAGE 
analysis (7.5% els) was followed by autoradiography and the reaction was 
quantitated by densitometry scanning of the x-ray films. 

20 in order to test the present compounds for selective inhibition, the 

procedure is repeated using PDGF stimulation in place of EGF stimulation. 
"ICso/ as used below refers to the concentration of inhibitor (|xM) at which the 
rate of autophosphorylation is halved, compared with media containing no 
inhibitor. 

25 

Inhibition of PDGF-R Autophosphorylation 

Lysate from NIH 3T3 cells was diluted one-third in Triton-free buffer and 
stimulated with 10 ng/ml PDGF for 30 minutes at A^'C. The equivalent of 1/15 of 
a 175-cm^ plate of tysate was used per sample. The stimulated lysate was 

30 then immunoprecipitated with rabbit polyclonal anti-PDGF-receptor antibodies 
raised against a synthetic peptide from the COOH-terminal region (amino acids 
1094-1106) or the human PDGF-receptor B-subunit and added to increasing 
concentrations of test compound of the present invention. After 10 minutes at 
4*^C, 10 \iC\ of [Y-32p]ATP were added and further incubated for 10 minutes at 

35 4**C. Samples were separated by SDS-PAGE on 6% gels. 



Inhibition of Cell Proliferation as 
Mgasured t?y Inhibition of DNA Synthesis 
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EGF receptor overexpressing (HER14) cells were seeded at 1 x 105 
cells per well In 24-well Costar dishes pre-coated with human fibronectin (by 
Incubating for 30 minutes at room temperature with 10 \iQ/0.5 ml/well). The 
cells were grown to confluence for 2 days. The medium was changed to 
5 DMEM containing 0.5 calf serum for 36-48 hours and the cells were then 
incubated with EGF (Toyobo. New York. NY) (20 ng/ml). PDGF (Amgen) 
(20ng/ml) or serum (10% calf serum. FCS) and different concentrations of the 
compound of the present invention. pH] thymidine. (NEN. Boston. MA) was 
added 16-24 hours later at 0.5tiCi/ml for 2 hours. TCA precipitable material 

1 0 was quantitaled by scintillation counting iCi Results of this assay are 

determined. "ICso" of the concentration of inhibitor (nM) at which pHjthymidine 
incorporation is halved, compared with media containing no buffer is 
calculated As FCS contains a broad range of growth factors, the IC50 values 
for PDGF should be lower than for FCS. indicating that the compounds of the 

1 5 present invention do not act as general inhibitors. 

These results indicate that compounds within the scope of tlie Invention 
inhibit the EGF and/or PDGF growth factor receptors selectively. 



npll Culture . 

20 Cells termed HER 14 and K721A (=DK) were prepared by transfecting 

NIH3T3 cells (clone 2.2) (From C. Fryling. NCI. NIH). which lack endogenous 
EGF-receptors. with cDNA constructs of wild-type EGF-receptor or mutant EGF- 
receptor lacking tyrosine kinase activity (in which Lys 721 at the ATP-binding 
site was replace by an Ala residue, respectively). All cells were grown in 

25 DMEM with 10% calf serum (Hyclone. Logan. Utah). 

The results obtained by the above experimental methods evidence the 
useful protein tyrosine kinase inhibition properties of compounds within the 
scope of the present invention. The following table shows examples of 
30 representative compounds of this invention and their test results as determined 
by the above inhibition of PDGF-R cell-free autophosphorylation procedure. 
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COMPOUND 



Inhibition of PDGF-R 
cell-free Autophosphorylation 

1C50 m 




OMe 



OMe 



0.003-0.015 



0.050-0.10 



0.007 



0.2-1 




MeO- 
MeO- 



a'^^NHCHj'i 



MeCONH 



■ HCI 





0.06-0.08 



1 .0-2.0 



0.02-0.08 



0.05-0.1 
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COMPOUND 



Inhibition of PDGF-R 
cell-free Autophosphorylation 

1C50 (m 




0.005-0.030 



0.02-0.05 



0.7-1.0 



0.7-1.0 



0.04 



0.010-0.060 



7-12 



0.015 



15-20 
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0.005-0.030 



0.02-0.05 



0.7-1.0 



0.7-1.0 



0.04 



0.010-0.060 



7-12 



0.015 



15-20 
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COMPOUND 



Inhibition of PDGF-R 
cell-free Autophosphorylation 

1C50 im 




OMe 



0.02 



0.01 



0.030-0.070 
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WE CLAIM: 



5 1. A method of inhibiting abnomial cell proliferation In a patient suffering 
from a disorder characterized by such proliferation comprising the 
administration thereto of an EGF and/or PDGF receptor inhibiting effective 
amount of a compound having a bis ring system wherein the first ring is aryl or 
heteroaryi and the second ring is aryl, heteroaryl, carbocyclic or 
1 0 heterocarbocyclic and wherein said rings comprise either a substituted or 
unsubstituted monocyclic ring containing 0 to about 2 hetero atoms, or a 
bicyclic ring containing 0 to about 4 hetero atoms, or a pharmaceutically . 
acceptable salt thereof. 

15 2. A pharmaceutical composition for inhibiting abnormal cell proliferation 
comprising, in admixture with a pharmaceutically acceptable carrier; a 
pharmaceutically effective amount of a compound according to claim 1 . 

3. A method according to claim 1 comprising administering to said patient 
20 a pharmaceutically effective amount of a pharmaceutical composition 
containing, in admixture with a pharmaceutically acceptable carrier, a 
compound, or a pharmaceutically acceptable salt thereof, of the formula: 




25 

wherein 

Ar lis a substituted or unsubstituted mono- or bicyclic aryl or heteroaryl 
ring system of about 5 to about 12 atoms and where each monocyclic ring may 
contain 0 to about 3 hetero atoms, and each bicyclic ring may contain 0 to 
30 about 4 hetero atoms selected from N, 0 and S provided said hetero atoms are 
not vicinal oxygen and/or sulfur atoms and where the substituents may be 
located at any appropriate position of the ring system and are described by R.; . 

Ar n may be as described for Ar I or it may also be saturated 
cari}ocyclic wherein said ring comprises either a substituted or unsubstituted 
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monocyclic ring containing 0 to about 2 hetero atoms, or a bicyclic ring 
containing 0 to about 4 hetero atoms; 

X is (CHRi)o-4 or (CHRi jm-Z-(CHRi)n: 

5 

ZlsO. NR'.S,SOorS02; 
m and n are 0-3 and m+n=0-3; 

1 0 R substitution besides hydrogen independently includes alkyl. allcenyl. 

phenyl, aralkyl, aralkenyl, hydroxy, alltoxy, aralkoxy. acyloxy. halo, haloalkyl. 
amino, mono-and di-all<ylamino. acylamino, carboxy. carbalkoxy, carbaralkoxy. 
carbalkoxyalkyi, carbalkoxyalkenyl, amido, mono- and dl4lkylamldo and N,N- 
c^cloalkylamido; 

15 

R and R together may also be keto; 
Ri and R' are hydrogen or alkyl; or 
20 a pharmaceutically acceptable salt thereof. 

4. A pharmaceutical composition for inhibiting cell proliferation comprising, 
in admixture with a pharmaceutically acceptable canier. a pharmaceutically 

25 effective amount of a compound according to claim 3. 

5. A method according to claim 3 where Ar I and Ar n are Independently 
selected from phenyl, naphthyl, 2-(1 H)pyridonyl, pyridyl, quinolinyl. thienyl. 
1(2HHsoquinolonyl. indolyl, napthyridenyl, benzothlazolyl, quinoxallnyl, 

30 benzomldazolyl, quinolinyl-N-oxide, Isoquinolinyl-N-oxIde, qulnazolinyl. 
quinoxallnyl-N-oxide. quinazolinyl-N-oxide, benzoxazinyl. phthalazlnyl. or 
cinnolinyl; and R Is selected from hydrogen, alkyl. alkoxy. hydroxy, halo or 
trifluoromethyl. 



35 6. A method according to claim 5 where said compound is described by 
one of the following formulae: 
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7. A method according to claim 6 where said compound is of the formula 
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where ArH is thienyl, phenyl, pyridyl, quinollnyl, Indolyl, furanyl. imidazolyl. 
2(iH)-pyridonyl, 1(2H)-isoqulnoIonyl and thiazolyl and R Is hydrogen, 
5 loweralkyl, loweralkoxy, hydroxy or halo. 



8. A method according to claim 6 where said compound Is of the formula 



10 




9. A method according to claim 6 where said compound is of the formula 



15 




1 0. A method according to claim 6 where said compound is of the formula 



20 




11. A method according to claim 7 where said compound is of the formula 



25 
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12. A method according to claim 6 where said compound is of the formula 



13. A method according to claim 6 where said compound is of the formula 



10 

14. A method according to claim 6 where said compound is of the formula 



CO-<3 



15 

15. A method according to claim 6 where said compound is of the formula 



a>>-o 



20 



16. A method according to claim 6 where said compound is of the formula 



2S 
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1 7. A method according to claim 6 where said compound is of the formula 



5 

1 8. A method according to claim 6 where said compound is of the formula 




4 



10 

1 9. A method according to claim 6 where said compound is of the formula 

(R)m (R)m 



co-o 



15 , 
20. A method according to claim 6 where said compound Is of the formula 



20 

21 . A method according to claim 6 where said compound is of the formula 



25 

22. 



A method according to claim 6 where said compound is of the fonnula 
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5 23. A method according to claim 6 where said compound is of the formula 




10 24. A method according to claim 6 where said compound is of the fonnula 




15 25. A method according to clam 6 where said compound is of the formula 




20 26. A method according to claim 1 where said compound 
administered is selected from the group consisting of 

3-(4-methoxyphenyl)-6,7-dimethoxyquinoline: 

3-(thien-3-yl)-6,7-dimethoxyquinoline: 

3-(thlen-3-yl)-7-methoxyquinoline; 
25 3-(4-methoxyphenyI)-6,7-dimethoxyqulnoline; 

3-(2-chlorothien-2-yl)-6.7-dimethoxyqulnoirne: 

3-(3-fluoro-4-methoxyphenyl)-6,7-dimethoxyquinoline; 

2-(4-methoxyphenyl)-6,7*dimethoxyquinoxaline: 
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3-(2-chlorothien-2-yl)-5.7-dimethoxyquinoIine: 
2-phenyl-6,7-dimethyIquinoxaline; 

2- (thien-3-yl)quinoxaIin8: 
6.7-dimethyl-2-(thien-3-yl)-quinoxalinG; 

3- (4-methoxyphenyl)-6.7-dimethoxyquinoIine; 
3-(thlen-3-yl)-6.7-dimethoxyquinoline: 
3-(thien-3-yl)-7-methoxyquinoIine; 
3-(4-methoxyphenyl)-6.7-dimethoxyquinonne; 
3-(2-chlorothien-2-yl)-6,7-dlmethoxyquinoline; 
3-(3-fIuoro-4-methoxyphenyl)-6,7-dimethoxyqulnoline: 

2- (4-methoxyphenyl)-6.7-dlmethoxyqulnoxaIlne: 

3- (2-chIorothien-2-yl)-5,7-dimethoxyqulnoline; 
3-(thIen-3-yl)-6.7-dlmethylqulnollne; 

3-(1 -cycIopent-1 -enyl)-6,7-dimethoxyquinoline; 

3- cycIopentyl-6,7-dimethoxyquinoline; 

4- (3-phenylpropyloxy)-6,7-dimethoxyquinoIine; 
3-(thien-3-yI)-6,7-dimethoxyqulnoline-N-oxide; 
3-(2-chlorothlophen-5-yl)-5,7-dimethoxyquinoline: 
3-(3-fluoro-4-methoxyphenyl)-6.7-dimethoxyqu|noline; 

3- (3-fluorophenyl)-6,7-dlmethoxyquinoline; 

4- (2-phenylethoxy)-6 ,7-dimethoxyquinoline ; 
3-(4-methoxyben2yloxy)-6.7-dlmethoxyquinoline; 
2-(4-methoxyphenyl)-6,7-dlmethoxyquinoxaline; 
2-(thlen-3-yl)-6,7-dlmethoxyquinoxaline; 
2-phenyI-6,7-dimethoxyqulnoxaline; 
6,7-dlmethyl-2-(thien-3-yl)-qulnoxaIine; 
2-phenyl-6,7-dlethoxyquinoxaline; 
2-{3-thienyl)-6.7-diethoxyquinoxallne; 
2-(5-chloro-2-thienyl)-6,7-diethoxyquinoxaline: 

2- (5-chloro-2-thienyl)-6,7-dimethoxyquinoxaIine; 

3- {3-fluoro-4-methoxyphenyl)-7-fluoroqulnoiine; 
3-{thien-3-yl)-5,7-dimethylqulnoline: 
3-(5-chlorothien-2-yl)-6.7-dim8thylquinollne; 

3-(thlen-3-yl)-6.7-difluoroquinoline or 
3-{4-methoxyphyenyl)-7-methoxy-1-naphthalenol. 
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27. A method for the treatment of psoriasis in a patient suffering from such 
disorder comprising administering to said patient an effective anti-psoriatic 
composition according to claim 2. 

28. A method for the treatment of atherosclerosis in a patient suffering from 
such disorder comprising administering to said patient an effective anti- 
atherosclerotic composition according to claim 2. 

29. A method for the treatment of vascular reocciusion In a patient suffering 
from such disorder comprising administering to said patient an effective 
amount of a composition according to claim 2. 

30. A method according to claim 29 where said disorder results from an 
angioplastic procedure. 

31 . A compound selected from the group consisting of: 
3-(4-methoxyphenyl)-6,7-dimethoxyqulnoline; 
3-(thien-3-yl}-6,7-dimethoxyquinoline: 
3-(thien-3-yl)-7-methoxyquinoline; 
3-(4-methoxyphenyl)-6,7-dimethoxyquinoline; 
3-(2-chlorothien-2^yl)-6 ,7-dlmethoxyquinoline ; 
3-(3-fluoro-4-methoxyphenyl)-6.7'<limethoxyqulnoline; 

2- (4-metho)cyphenyl)-6,7-dlmethoxyqulnoxaline; 

3- (2-chlorothlen-2-yl)-5,7-dimethoxyqulnoiine: 
3-(thlen-3-yl)-6,7-dimethylquinoline; 

3-(1 -cyclopent-1 -enyl)-6,7-dlmethoxyquinoline; 

3- cyclopentyl-6,7-dimethoxyquinoline; 

4- (3-phenylpropyloxy)-6,7-dimethoxyquinoline; 
3-(thien-3-yl)-6,7-dimethoxyquinoline-N-oxlde; 
3-(2-chlorothiophen-5-yl)-5,7-dlmethoxyquinollne; 
3-(3-fiuoro-4-methoxyphenyl)-6,7-dimethoxyqulnoline; 

3- (3-fiuorophenyl)-6,7>dlmethoxyquinoilne: 

4- (2-phenylethoxy)-6,7-dlmethoxyqulnoline; 
3-(4-methoxybenzyloxy)-6,7-dimethoxyquinoline; 
2-(4-methoxyphenyl)-6,7-dimethoxyqulnoxaiine; 
2-(thien-3-yl)-6,7-dimethoxyquinoxaiine; 
2-phenyl-6,7-dimethoxyquinoxaiine; 
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6,7-dimethyl-2-(thien-3-yl)-quinoxaline; 
2-phenyl-6,7-diethoxyqulnoxaIine; 
2-(3-thlenyl)-6.7-dlethoxyqulnoxallne; 
2-(5-chloro-2-thlenyl)-6.7-diethoxyqulnoxaline; 

2- (5-chloro-2-thienyI)-6,7-dlmethoxyqulnoxaIine: 

3- (3-fluoro-4-methoxyphenyl)-7-fluoroqulnollne: 

3-(thien-3-yl)-5,7-dimethylquinoline; 
3-(5-chtorothlen-2-yI)-6,7-dimethylquinoline; 

3-(thlen-3-yl)-6,7-difluoroquinofine or 
3.(4-methoxyphyenyl)-7-methoxy-1-naphthalenol. 



32. A pharmaceutical composition wherein the active Ingredient Is selected, 
from the compounds of Claim 31. 
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